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DETAILED ACTION 

This application is a 371 (national stage application) of PCT/EP03/09515, filed on 
8/8/2003. 

Priority 

This application, filed on 12/12/2005, claims foreign priority to Application No. 
02292019.3, filed on 8/9/2002. 

Response to Arguments 

1 . In the office action dated 1 2/23/2008, claims 1-12,1 4-20, 22, 23, 25, 26, 28-32, 
and 38-43 were rejected under 35 USC § 112, second paragraph, for being indefinite. In 
the response filed on 6/22/2009, the Applicant had amended the drawing of chemical 
formula I for claim 1 , to comply with a standard chemical structure. However, it is noted 
that the amended drawing for formula (I), of claim 1 , is still indefinite, for the following 
reasons: the ring structure has a ring position 7, which is not defined by the claim, and 
there are two positions denoted as position "2" on the ring structure. Therefore, as the 
ring position "7" is not defined, and it is not certain which position Applicant intended to 
denote as position "2", claim 1 is indefinite, and the rejection of this claim under 35 USC 
§112, second paragraph, is maintained. Claims 2-4 and 38-43, as well as new claims 
44-46, which are dependent claims of claim 1 , are also rejected. For Applicants' 
convenience, this rejection will be restated further in this office action. The rejection of 
claims 5-12, 14-20, 22, 23, 25, 26, and 28-32, which have been amended to be limited 
to a compound of formula (II), is withdrawn. 
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The drawings had previously been objected to for not having a description of the 
drawings present in the specification. In the amendment filed on 6/22/2009, the 
Applicant submitted a description of the drawings; therefore this objection is withdrawn. 
Claims 16-20, 23, 25, 26, and 28-32 were previously rejected under 35 USC § 1 12, 
second paragraph, for not defining the substituent R in formula (I). The claims have 
been amended as dependent claims of claim 5, which includes a structure of formula (II) 
with R present. The rejection of these claims is therefore withdrawn due to the 
amendment. 

Claims 42 and 43 were previously rejected under 35 USC § 1 12, second 
paragraph, for being indefinite. The claims have been amended to remove the terms 
"preferably 300 to 600 mg". The rejection of these claims is withdrawn due to the 
amendment. 

Claims 39 and 40 were previously rejected under 35 USC § 1 12, first paragraph, 
for lack of enablement. Claim 39 has been amended to remove the terms "preventing 
neurodegenerative disorders", and claim 40 has been cancelled. Therefore, the 
rejection of these claims is withdrawn. 

Claims 1-12, 14-20, 22, 23, 25, 26, 28-32, and 38-43 were previously rejected 
under 35 USC § 102(e) as being anticipated by Picard et. al., US 6,943,174 patent. In 
the response filed on 6/22/2009, the claims were amended; the rejection of these claims 
under 35 USC § 102(e) over Picard et. al., in view of the amendments, is withdrawn. 
Claims 8-9 and 40 have been cancelled, and claims 44-46 have been added. However, 
in further consideration of the claims, a new rejection under 35 USC § 103(a), and a 
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new rejection for obviousness-type double patenting, has been made, which will be 
explained in depth further in this office action. Accordingly, due to the new grounds of 
rejection, this action is made NON-FINAL. 

As stated in the previous office action, the elected compound of formula (I), 
compound 39, has been found to be free of the prior art. Therefore, the search was 
expanded to additional compounds of formula (I). Claims 13, 21, 24, 27, and 33-37 were 
previously withdrawn due to the election of species requirement. However, the search 
was expanded in this office action to include claims 13, 21 , 24, 27, and 33, which are 
similar structurally. Claims 34-37 remain withdrawn, as they are directed to compounds 
that have different core structures and non-elected inventions. 

2. Claims 1-7, 10-23, 24, 25, 26, 27, 28-32, 33, 38-39, and 41-46 were examined. 

3. Claims 1-7, 10-23, 24, 25, 26, 27, 28-32, 33, 38-39, and 41-46 are rejected. 



Claim Rejections-Obviousness Type Double Patenting 

4. The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. A nonstatutory 
obviousness-type double patenting rejection is appropriate where the conflicting claims 
are not identical, but at least one examined application claim is not patentably distinct 
from the reference claim(s) because the examined application claim is either anticipated 
by, or would have been obvious over, the reference claim(s). See, e.g., In re Berg, 140 
F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 11 F.3d 1046, 29 
USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 
1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, All 
F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 
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A timely filed terminal disclaimer in compliance with 37 CFR 1 .321 (c) or 1 .321 (d) 
may be used to overcome an actual or provisional rejection based on a nonstatutory 
double patenting ground provided the conflicting application or patent either is shown to 
be commonly owned with this application, or claims an invention made as a result of 
activities undertaken within the scope of a joint research agreement. 

Effective January 1 , 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 

5. Claims 1-7, 10-23, 24, 25, 26, 27, 28-32, 33, 38-39, and 41-46 are provisionally 
rejected on the ground of nonstatutory obviousness-type double patenting as being 
unpatentable over claims 34-40 of copending Application No. 1 1/665294. Although the 
conflicting claims are not identical, they are not patentably distinct from each other 
because they are both drawn to compositions comprising the same compounds. 

This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 

The instant claims are directed to compounds of formula (I) below: 



Where R 7 =H, alkyl, etc.; Z=CH 3 ; R6=optionally substituted aromatic cyclic group or 
cycloalkyl group. The substituent "7" on the ring, while not defined by claim 1 , is further 
defined by dependent claims as carbon. The instant claims are also directed to 
pharmaceutical compositions comprising a carrier, administered in various forms, in 
dosages from 100 to 1000 mg. 
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The co-pending claims are drawn to compositions comprising compounds of 
formula (I), shown below, in pharmaceutical carriers for administration in various forms: 




z 



Where R 2 , R 3 =H, etc.; R 6 =optionally substituted aromatic ring, or cycloalkyl, etc.; 
Z=CH 3 , etc.; R 7 =H, alkyl, etc. It is noted that the instant claims are drawn to compounds 
and compositions for treating Alzheimer's disease, while the co-pending claims are 
drawn to compositions for treating cystic fibrosis. However, these are composition 
claims, and not methods of treatment. Therefore, such language drawn to treatment in 
composition claims is intended use, which is not given patentable weight. Additionally, 
the composition claims include routes of administration and dosages; as the claims are 
drawn to a composition, and not a method of treating, language drawn to administration 
and dosages is intended use, and is also not given patentable weight. The instant 
claims are also drawn to compounds and compositions, while the co-pending claims are 
drawn to compositions; however, the formation of a composition from the same 
compounds would have been obvious to one of ordinary skill in the art. As the instant 
and co-pending claims are drawn to compositions comprised of the same compounds, 
they are not patentably distinct from each other. 
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Claim Rejections-35 USC §103 

6. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

7. The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

8. This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

9. Claims 1 -2, 4-7, 10-14,15,16,17,18,19, 20-22, 23-25, 26-28, 29, 30, 31 , 32, 
33, 38, 39, and 41-46 are rejected under 35 USC 103(a) as being unpatentable over 
Davis et. al., Tetrahedron, 48, pp. 939-952. 
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Claims 1-2, 4-7, 10, 14, 15, 16, 17, 18, 19, 22, 23, 24, 28, 29, 30, 38, 39, and 41- 
45 are drawn to the compounds of formula (I) and compositions, which includes the 
compound shown below: 




CH 3 

Davis et. al. teaches the preparation of the compound shown below (Abstract; p. 941, 
compound (5); pg. 946, preparation paragraphs 4-5; p. 947, Table 3, item 14): 




Davis et. al. also teaches that this compound is present in solvents, including ice- 
water (p. 946, preparation, paragraphs 4-5). The compound taught by Davis et. al. is 
nearly identical to the compound instantly claimed, with the exception that for the 
instantly claimed compound, the N atom of the pyrrolo ring is substituted with methyl; 
the compound taught by Davis et. al. has this position substituted with H. However, the 
replacement of hydrogen for a methyl group would have been prima facie obvious for 
one of ordinary skill in the art at the time of the invention, as these groups are obvious 
variants of each other. As Davis et. al. teaches that the compounds are present in a 
solvent carrier such as ice-water, Davis et. al. teaches that the compounds are present 
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in a composition. The instant claims are also drawn to compositions comprising the 
claimed compounds, with various dosages and routes of administration. However, as 
the claims are drawn to a composition, language which is drawn to dosages and routes 
of administration is intended use, and is not given patentable weight. Claim 39 also cites 
that the composition is for treating Alzheimer's disease; however, such language drawn 
to treatment in a composition claim is intended use, and is also not given patentable 
weight. 

Claim 46 is drawn to the pyrazine compound of formula (I) shown below: 




CH 3 

Davis et. al. also teaches that the compound shown below can be readily prepared 
(Abstract; p. 841 , compound (5); p. 947, Table 3, item 15): 




The compound taught by Davis et. al. is nearly identical to the compound 
instantly claimed, with the exception that the N atom of the pyrrolo ring is substituted by 
hydrogen instead of a methyl group, as instantly claimed. However, as hydrogen and 
methyl substituents are obvious and homologous variants of each other, the substitution 
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of one group for another would have been prima facie obvious to one of ordinary skill in 
the art, at the time of the invention. 

10. Claims 11-13, 20, 21, 25, 26, 27, 31-33 are drawn to compounds of formula (II), 
particularly the compound shown below: 




CH 3 

Davis et. al. teaches that the compound shown below can be prepared (Abstract; p. 
941, compound (5); pg. 946, preparation paragraphs 4-5; p. 947, Table 3, item 14): 




The compound taught by Davis et. al. is structurally very similar to the compound 
instantly claimed. The compound instantly claimed has methyl group substituents 
present at the nitrogen atom and at position 7 of the pyrrolo ring; these positions are 
substituted by hydrogens for the compound taught by Davis et. al. However, the 
substitution of methyl groups for hydrogens would have been prima facie obvious for 
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one of ordinary skill in the art at the time of the invention, as these groups are obvious 
variants of each other. 



Claim Rejections-35 USC §112 

11. Claims 1-4, 38-46 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

12. Claim 1 is drawn to pyrrolo-pyrazine compounds of formula (I) below: 




(I) 

The structure of formula (I) has a ring structure labeled as "7". The claim does not 
define what "7" is, and therefore, is indefinite. For purposes of searching for prior art and 
by searching for other compounds present in the claims, "7" was interpreted by the 
examiner as being a carbon atom. There are also two separate positions that are 
denoted as being of position "2" of the ring structure. As it is not certain which position 
Applicant is referring to as position "2", the claim is indefinite. As claims 2-4, and 38-46 
are dependent claims of claim 1 , they are also rejected. 
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Claim 1 also defines the position R 6 as "an optionally substituted aromatic cycle 
Ar". However, claim 1 does not define what Ar is, and is therefore indefinite. For 
purposes of searching for prior art and by searching for other compounds present in the 
claims, "Ar" was interpreted as phenyl, naphtyl, furyl, thienyl, pyridyl, cyclopropyl phenyl, 
or phenyl dioxolyl, as further defined by claim 2. 



Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to SARAH PIHONAK whose telephone number is 
(571 )270-771 0. The examiner can normally be reached on Monday-Thursday 8:00 AM 
- 6:30 PM EST, with Fridays off. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreeni Padmanabhan can be reached on (571)272-0629. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

S.P. 

/SREENI PADMANABHAN/ 

Supervisory Patent Examiner, Art Unit 1617 



